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Abstract
Background: In European countries, it is difficult for local health organizations to determine the resources allocated
to different hospitals for breast cancer. The aim of the current study was to examine the costs of breast cancer
during the different phases of the diagnostictherapeutic sequence based on real world data.
Methods: To identify breast cancer cases diagnosed between 2007 and 2011, we used the cancer registry of the
Agency for Health Protection of the Province of Milan (3.2 million inhabitants). A generalized linear model
controlling for patient age, cancer stage and Charlson co-morbidity index was used to calculate the adjusted mean
costs for each hospital and for each study phase. Regression analyses were based on dependent variables of
individual costs (diagnosis, treatment, follow-up and total cost were logtransformed. The following independent
variables were included as covariates: age at diagnosis, hospital volume, stage, job category, educational level,
marital status, comorbidities, deprivation index. Total and mean costs were computed for several variables and for
each phase. On average for each subject, the costs were collected over 2.5 years.
Results: A total of 12,580 breast cancer cases were studied. The mean cost of diagnosis was €414, the mean cost of
treatment was €8,780, the mean overall cost of follow-up was approximately €2,351, and the mean total direct
medical cost was €10,970. The age of the patients, stage of tumor and employment level of the patient were
significantly correlated with the variability of the costs. The highest variability in costs was observed for the follow-
up costs, in which 38% of hospitals fell outside the 95% confidence interval. In the overspending-hospitals, patients
received an intensive follow-up regimen with scintigraphy and thoracic CAT (computerized axial tomography).
Conclusions: In this study, which represents the first population-level study of its kind in Italy, we estimated all
direct medical costs for the 6-month period before the diagnosis of breast cancer and the first two years after
diagnosis. Patients were identified from the local cancer registry. The analysis offers insight into the utilization of
resources incurred by one major area of interest of cancer care in Italy.
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Background
The guidelines for the diagnosis, treatment and follow-
up of breast cancer patients are well defined. Over the
last decades, a number of diagnostic procedures, treat-
ments and follow-up programs have been introduced,
significantly improving patient outcomes. However,
there remains a lack of information and evidence
concerning the management of this disease based on
real-world data. It is particularly difficult for healthcare
organizations, notably those in European countries, to
determine how resources are allocated to different hos-
pitals during the different phases of care for the disease.
Many studies have estimated the economic burden of
breast cancer [1–3]. Across the EU countries, breast
cancer accounts for the highest health-care costs,
followed by colorectal cancer, prostate cancer and lung
cancer [1].
However, the estimates of the mean costs for inhabi-
tants, although informative for projecting the total
healthcare expenditure and for comparing different
healthcare systems, are not very useful for decision
makers who need to evaluate the variability in resources
utilization.
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Health policies in high-income countries must incorp-
orate a comprehensive estimation of the costs of cancer
care to provide appropriate and economically affordable
cancer care [4, 5].
The purpose of this study was to achieve a better un-
derstanding of the distribution of costs during the differ-
ent phases of care for the disease [6, 7] according to the
age of the patients and in relation to the hospital vol-
umes. In particular, our objectives were as follows: 1) to
estimate the cost of breast cancer during the first
2.5 years after the diagnosis, 2) to determine in which
phase of the diagnostic-therapeutic sequence most of
the costs are incurred, 3) to better understand how vari-
ables influence the average cost and 4) to assess the cor-
relation between complexity measured by the volume of
breast cancer treated (size of the hospital) and the vari-
ability of costs.
Finally, like every cost analysis in healthcare [8] con-
cerning the overall utilization and attributable costs as-
sociated with breast cancer care, this study intends to
inform decision makers. Attributable costs refer to those
costs incurred by patients that are thought to be directly
related to the detection or treatment of the disease [9].
The use of cancer registry data offers the key advan-
tage of more accurately identifying the incident cases
and of studying defined cohorts [10, 11].
The extended use of the administrative data systems,
particularly through linkage to other datasets, will pro-
vide vital support to the development of national health
policies.
Policymakers depend on such studies to inform deci-
sions on healthcare financing.
Methods
Setting
We conducted a retrospective descriptive study using
the health information systems of the Agency for Health
Protection of the Province of Milan (3.2 million inhabi-
tants), the largest metropolitan area of the Northern of
Italy.
Patients were identified using the local cancer regis-
try based on a validated automated methodology that
uses clinical sources of information (archive of death
certificates, hospital discharge summaries and histo-
cytopathological reports) with an efficient system of
record linkage and algorithm recognition to match all
data at the individual level.
All breast cancer cases diagnosed between Jan.1,
2007 and Dec. 31, 2011 (ICD-O3 topographic code
C50) except extranodal lymphomas and sarcomas
were included in this study. For each breast cancer
case, information concerning sociodemographic char-
acteristics, deprivation index, tumor morphology, sta-
ging (TNM) and grading were available. The cancer
stage was collected by the Cancer Registry, according
to the cancer registration rules, at diagnosis: M1 stage
was assigned considering all distant diseases diag-
nosed between the cancer incidence and 6 months
after.
To estimate the costs, the profiles for each case were
identified through access to the Health Care Information
System beginning 6 months prior to diagnosis and
through the two subsequent years.
All care utilization from January 2006 to December
2014 were extracted from the Health Information Sys-
tem of the Province of Milan of the following databases:
(1) the Pharmaceutical Prescriptions Registry (209 mil-
lion prescriptions), (2) the Hospital Discharge Registry
(7 million admissions), and the Outpatients Registry
(538 million prescriptions).
These three sources were linked to each other at an
individual level for each cancer case included in the
study period using the Italian fiscal code as a unique
identifier. These sources covered all direct medical costs
attributable to the Italian National Health Service.
Only the direct medical costs paid by patients (out of
pocket) were excluded. It is worth noting that in Italy,
the public healthcare system covers almost all direct
medical costs for cancer patients.
Pharmaceutical prescriptions
Pharmaceutical prescriptions were coded according to
the Anatomical Therapeutic Chemicals (ATC) classifica-
tion. All prescriptions of antineoplastic drugs (ATC
code: L01, L02, L03) were included in the study. Costs
were derived from the prices of each specific
authorization number issued by the Italian Drugs
Agency for commercialization (AIC). In addition, the
utilization of biological drugs was included according
the separate budget in which they were reported, refer-
ring to the Regional Health Authority and not to the in-
dividual hospital.
Hospital discharges
All hospital admission related to cancer care were in-
cluded in the study. The selection was based on the spe-
cific ICD-IX CM procedure codes, including cytology/
biopsy, specific surgery, chemotherapy, radiotherapy, la-
boratory analysis, and imaging. Each hospital stay was
also identified according to the Diagnosis-Related
Groups (DRGs) codes.
Outpatient care
The outpatient visits were divided into 38 specialties. To
assess cancer-related financial costs, sub-categorizations
were created: oncology, radiotherapy, laboratory analysis,
imaging studies and other clinical investigations.
Capri and Russo BMC Health Services Research  (2017) 17:84 Page 2 of 10
Deprivation index
The Deprivation index was derived from the 2001
General Census of Population and Housing. From the
280 variables defined at the census block level, low level
of education, unemployment, lack of home ownership,
single-parent family and overcrowding were integrated
by summing standardized indicators in the form of a
deprivation index. Quintiles of the indicator distribution
were used. Deprivation index was calculated at residence
level and to all subject resident in the same municipality
was attributed a unique value of deprivation index [12].
Estimation of costs
According to an updated methodology, we used a phase-
based approach. The period between 6 months prior to
diagnosis and the two subsequent years was subdivided
into three different phases: 1) the diagnostic phase from
6 months before diagnosis or surgery, 2) the treatment
phase from diagnosis or surgery through 12 months
after diagnosis/surgery, and 3) the follow-up phase from
3 months after diagnosis or surgery to 24 months after
diagnosis/surgery.
The overlap between the various phases was limited
by the identification of specific procedure codes for
every phase (e.g., chemotherapy is allocated only in the
phase of treatment but not in the follow-up stage). How-
ever, each access was considered only once in a specific
phase.
For each subject and for each phase, only the costs at-
tributable to breast cancer were calculated by summing
the drug, outpatient and hospital costs related to breast
cancer. However, considering that the DRGs reimburse-
ment system is a reimbursement system based on fixed
tariffs, some general activities, e.g., Emergency Room
(ER), Intensive Care Unit (ICU), and approximately 20%
of the final annual hospital budget was not financed by
DRGs activities. To allow the estimation costs to be
more accurate and to take into account the differences
among hospitals (e.g., some hospital in the study did not
have an ER or an ICU), the annual costs were divided by
the total number of hospital days provided for all admis-
sions during the year. Therefore, a daily correction factor
specific for each hospital was calculated and added to
the DRG by multiplying the daily value (in euros) by the
number of hospital days. All costs were reported in 2014
euros. Normally, the costs as cumulative sums are ad-
justed to constant euros corresponding to a given calen-
dar year [13]. The last year of observation was 2014 (the
reference year). However, the objective of this study was
to account for the variability of costs related to many
variables rather than to estimate the general cost for a
specific cancer; therefore, it seemed more suitable to at-
tribute the cost value in the more recent unit costs
available, i.e., 2014 euros (the current prices and tariffs
applied in the Province of Milan).
Statistical analysis
Total and mean costs were computed for several vari-
ables and for each phase. On average for each subject,
the costs were collected over 2.5 years.
The information was summarized by creating syn-
thetic graphics. A generalized linear model (GLM)
was constructed controlling for patient age, stage and
Charlson index [14] to calculate the adjusted mean
costs for each hospital and for each study phase. Fun-
nel plots, a type of scatter plot of the effect measure
against a measure of the study size, were used to
visualize the relationship between the adjusted mean
costs and the hospital volume (defined as the mean
number of radical or conservative breast cancer surgi-
cal procedures between 2006–2011) [15, 16].
We identified the major predictors of breast cancer
variability cost by using a general linear model (GLM).
Dependent variables of individual costs: diagnosis, treat-
ment, follow-up and total cost were log-transformed.
The following independent variables were included as
covariates: age at diagnosis, hospital volume, stage, job
category, educational level, marital status, comorbidities,
deprivation index.
All analyses were performed using SAS 9.4 [17].
Results
Our study cohort consisted of 12,580 patients who were
diagnosed with breast cancer. Their demographic infor-
mation is summarized in Table 1 (The three categories
of age (<45, 45–69, >69) are the major categories of
mammography screening to identify women be invited
in Italy).
The mean diagnosis cost was €414, ranging from the
minimum of €144 for stage T + N0M0 to the maximum
of €2,261 for stage M1. The mean treatment cost was
€8,780, approximately 80% of the total cost. With re-
spect to the mean treatment cost, patients <45 years of
age incurred higher mean treatment costs (€10,000), and
patients >69 years of age incurred lower mean treatment
costs (€4,949). Only 11% of the patients (1,393) were
treated with expensive biologics. The mean overall
follow-up cost was approximately €2,351, ranging from
the minimum of €1,783 for stage T + N0M0 and the
maximum for stage M1 (€4,575).
Finally, the mean total direct medical cost was
€10,970, with minimum costs reported for patients
>69 years of age (€6,692) and maximum costs reported
for metastatic patients (M1) (€12,825) and for patients
<45 years of age (€12,210).
The distribution on cost items showed that hospital
admission account for a 71% of total cost (mean cost
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Table 1 Characteristics of 12.580 incident cases of breast cancer (2007–2011) and adjusted means of care costs (diagnosis,
treatment, follow-up and overall; €)
N. % Costs (€)
diagnosis treatment follow-up overall
Age at diagnosis
<45 1,390 11.05 296.77 10,000.83 2,543.42 12,210.85
45–69 6,913 54.95 368.91 7,832.36 2,308.19 9,841.23
69+ 4,277 34.00 539.57 4,949.00 2,064.76 6,692.16
Hospital type
Cancer Center 6,058 48.16 758.55 9,552.09 3,027.95 12,522.18
Public general hospital 4,464 35.48 846.24 8,705.54 2,798.75 11,416.47
Private general hospital 1,406 11.18 709.07 7,986.39 2,592.26 10,466.91
Country hospital 8,114 5.18 61.9 4,132.24 802.86 4,620.09
Hospital volume
low (<50) 1,570 12.48 491.33 491.33 2,459.34 9,206.66
medium (50–150) 2,896 23.02 535.07 7,711.82 2,464.23 9,842.53
high (>150) 2,174 64.50 372.96 7,690.33 2,254.35 9,646.24
Stage
T1N0M0 4,641 36.89 144.1 7,277.0 1,783.4 9,014.8
T2-3N0M0 1,350 10.73 197.1 8,702.8 2,179.5 10,755.8
T1-3 N + M0 3,872 30.78 201.1 10,937.0 2,594.7 13,435.9
T4M0 1,188 9.44 237.8 8,828.7 2,403.7 11,175.1
M1 1,108 8.81 2,261.9 9,177.8 4,575.6 12,825.9
Not available 421 3.35 1,427.5 2,376.6 2,562.0 4,577.9
Employment category
Professional/clerical 3,024 24.04 372.51 8,570.82 2,759.54 11,045.03
Manual workers 717 5.70 334.60 8,580.01 2,665.97 10,914.96
Housewife 2,126 16.90 383.43 7,827.24 2,732.78 10,226.13
Pensioner 5,081 40.39 368.28 7,147.76 2,189.88 8,970.62
Other 1,115 8.86 392.25 8,062.96 1,772.34 9,510.34
Missing 517 4.11 672.27 5,273.02 1,238.66 6,427.42
Educational level
Elementary school 2,304 18.31 402.06 7,959.91 2,347.13 10,010.70
Junior high school 5,599 44.51 378.09 7,457.62 2,254.22 9,355.50
High school 2,455 19.52 335.90 8,281.07 2,767.98 10,720.93
College or higher 1,713 13.62 336.62 8,207.02 2,513.18 10,420.52
Missing 509 4.05 723.22 5,361.00 1,254.54 6,560.85
Marital status
Living alone 1,580 12.56 344.76 7,151.48 2,074.98 8,889.80
Married 7,132 56.69 375.55 7,718.56 2,400.29 9,831.68
Divorced 497 3.95 361.05 7,443.40 2,760.63 9,948.02
Widowed 2,641 20.99 443.45 7,111.70 2,223.60 8,998.46
Missing 730 5.80 637.55 9,182.65 2,002.38 10,800.96
Capri and Russo BMC Health Services Research  (2017) 17:84 Page 4 of 10
€8,242.00) and the outpatients procedures 14%
(€1,634.00, mainly radiology) and the chemotherapy
drugs 15% (1,811.00).
As is widely recognized, most empirical analyses of
healthcare cost data are regressionbased [18, 19]. We
performed regression analyses followed by funnel plot
analyses.
The regression analyses revealed that cancer stage
was associated with a significantly increased overall
cost and treatment cost (Table 2). The age of the pa-
tient was significantly correlated with lower costs for
treatment, follow-up and overall costs. The employ-
ment status of the patient also significantly influ-
enced all variable costs, resulting in higher
expenditures for higher levels of patient employment.
Co-morbidities accounted for a lower reduction in
the diagnosis cost.
We examined the trends for the total costs during the
30-month period surrounding diagnosis for each patient
(Fig. 1). Not surprisingly, the costs were higher in the
1.5-month interval before surgery and the 1.5–month
interval following surgery, during which patients were
hospitalized not only for their surgical intervention but
also for staging of the tumor and for occasional post-
surgical complications (Fig. 1a). The cost of drugs
increased sharply with the reduction in the hospital ad-
mission costs, representing the chemotherapy cycles
(Fig. 1b). Before the hospitalization, the costs of drugs
consisted of neoadjuvant chemotherapy; after the
hospitalization, these costs were due to the adjuvant
chemotherapy. The resources used in the outpatient set-
ting within a two-month window before and after the
hospital stay involved radiation therapies, which were
prescribed before the surgery for some patient and after
for some others, as well as other visits.
The mean total cost was higher for younger patients
than for the elderly (as seen in the regression analyses).
In particular, the distribution of costs among hospital
Table 1 Characteristics of 12.580 incident cases of breast cancer (2007–2011) and adjusted means of care costs (diagnosis,
treatment, follow-up and overall; €) (Continued)
Deprivation Index (quintiles)
I 2,516 20.00 417.76 7,806.33 2,278.88 9,744.27
II 2,614 20.78 457.46 7,187.08 2,078.35 8,955.19
III 2,418 19.22 422.28 7,449.98 2,248.47 9,395.27
IV 2,445 19.44 369.28 7,695.16 2,572.96 9,956.93
V 2,587 20.56 340.08 7,979.30 2,409.76 10,025.87
Co-morbidities
None 7,421 58.99 419.96 7,785.99 2,140.01 9,605.12
1 3,049 24.24 391.94 7,340.02 2,186.26 9,204.86
2 1,526 12.13 369.89 7,223.88 2,613.24 9,549.07
3+ 584 4.64 354.67 7,357.32 3,967.09 10,931.86
Overall 12,580 414.7 8,780.2 2,351.7 10,970.1
Table 2 Multiple regression models for different variables using as dependent variable individual cost for diagnosis, treatment,
follow up and overall
diagnosis treatment follow up overall
F value Pr > F F value Pr > F F value Pr > F F value Pr > F
Age at diagnosis 1.01 0.3657 130.53 <.0001 26.89 <.0001 89.19 <.0001
Hospital type 35.98 <.0001 142.17 <.0001 42.33 <.0001 440.53 <.0001
Hospital volume 0.00 0.9963 1.55 0.2124 12.61 <.0001 0.65 0.5245
Stage 153.32 <.0001 287.52 <.0001 47.50 <.0001 115.46 <.0001
Employment category 0.60 0.7007 2.17 0.0544 5.22 <.0001 5.03 0.0001
Educational level 0.68 0.6044 0.57 0.6843 3.48 0.0075 1.86 0.1137
Marital status 4.58 0.0011 5.55 0.0002 3.73 3.73 9.82 <.0001
Deprivation Index 1.91 0.1056 4.63 4.63 6.72 <.0001 6.57 <.0001
Comorbidities 1.21 0.3056 5.61 0.0008 36.16 <.0001 5.85 0.0005
R-square R-square 0.29 0.70 0.33
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admissions, outpatient care and drugs was relatively
equal until the patients reached age 70–74, at which age
almost 80% of the cost consisted of hospitalization.
Older patients received fewer treatments (shorter cycles
and/or less expensive chemotherapies) that were typic-
ally provided in the hospital setting rather than in the
outpatient setting, which was less efficient.
With the aim of investigating how the complexity of
hospital, measured by the volume of specific breast can-
cer procedures, might influence the costs per patient,
funnel plot analyses were used to examine the wide
range among hospitals. Figure 2 presents the funnel plot
of the diagnostic costs in the treating hospitals in the
Province of Milan. The vertical axis represents the mean
cost, whereas the horizontal axis represents the volume
of activity of each provider in terms of patients treated
for breast cancer. Of the 71 hospitals, 28% fell outside
the 95% funnel plot confidence limits. The figure dem-
onstrates little dispersion around the mean cost (blue
line).
The highest variability in costs was observed for the
treatment costs, in which 32% of hospitals fell outside
the 95% confidence interval (Fig. 3). In particular, small
providers spent less for treatments than did providers
with higher volumes of patients.
A funnel plot of the follow-up costs is presented in
Fig. 4. The plot reveals a greater dispersion of costs
compared with the previous mean cost, with 21% of
hospitals falling outside the 95% confidence interval.
Follow-up costs were collected over a period of two
years, a period that represents a sufficient length of time
to determine whether the patients complied with the
standard follow-up. These results indicated that in many
hospitals, more resources were devoted relative to the
standard follow-up, which consists of visits and mam-
mography only. In the over-spending hospitals, patients
received an intensive followup regimen with scintigraphy
and thoracic CAT (computerized axial tomography).
These results confirmed a previous study that reported
that intensive post-operative follow-ups are routinely
employed in Milan hospitals, creating a burden on the
financial assets of the hospitals without conferring a
clear prognostic and therapeutic advantage [20].
The highest variability in costs was observed for the
treatment costs, in which 32% of hospitals fell outside
the 95% confidence interval (Fig. 4).
Finally, the funnel plot of the total direct medical costs
(Fig. 5) revealed less intense care among small providers,
which is consistent with the hypothesis of more expen-
sive treatment and follow-up in cancer institutes and in
general hospitals with high patient volumes.
Discussion
In this study, which represents the first population-level
study of its kind in Italy, we estimated all direct medical
costs for the 6-month period before the diagnosis of
Fig. 1 Total cost of care (a) and (b) proportional cost for hospital admission, outpatient visits and drugs from 6 months prior to 24 months after
diagnosis (€)
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breast cancer and the first two years after diagnosis. Pa-
tients were identified from the local cancer registry. The
registry information on a defined population of incident
cancer cases was linked to the longitudinal administra-
tive records, thereby providing a basis for tracking pa-
tients and estimating the treatment costs.
We calculated the costs incurred by 12.580 individ-
uals with breast cancer (the entire breast cancer
population of the Province of Milan for 3.2 million
inhabitants) thought to be directly related to the de-
tection or treatment of the disease. The direct med-
ical costs have been divided into diagnosis, treatment
and follow-up costs. It is worth noting that these cu-
mulative results are also of considerable interest to
clinicians, managers and policy makers [13]. More-
over, this approach describes the complete costs of an
Fig. 3 Funnel plot for treatment costs. The graph depicts the dispersion around the mean cost (blue line) for each provider (black dots) as a
function of the hospital volume. The red lines represent the 95% confidence interval around the mean
Fig. 2 Funnel plot of diagnostic costs. The graph demonstrates the dispersion around the mean costs (blue line) for each provider (black dots) as
a function of the hospital volume. The red lines represent the 95% confidence interval around the mean
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“average” patient from diagnosis up to the first two
years of follow-up, thus avoiding the problems of cen-
sored costs [21]. Patient age, tumor stage and em-
ployment level were identified as significant
predictors of mean costs. Elderly patients were treated
at a lower cost compared with younger patients due
to less expensive treatments and fewer follow-up
tests. High co-morbidities lead to lower costs, which
is consistent with the reduction in chemotherapies
and radiotherapies due to cardiovascular diseases.
The main analysis was to identify how the volume of
activities (number of patients with breast cancer during
the period of observation) might account for the differ-
ent main costs by hospitals. To our knowledge, this ob-
jective has never been realized in any previous published
study, particularly in Italy. A study of colorectal cancer
Fig. 4 Funnel plot for follow-up costs. The graph depicts the dispersion around the mean costs (blue line) for each provider (black dots) as a
function of the hospital volume. The red lines represent the 95% confidence interval around the mean
Fig. 5 Funnel plot for the total cost. The graph depicts the dispersion around the mean costs (blue line) for each provider (black dots) as a
function of the hospital volume. The red lines represent the 95% confidence interval around the mean
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calculated the patterns of care and costs in two regions
using a three-phase disease approach that linked the re-
gional hospital discharge form database and the cancer
registry database. The study reported the mean cost by
age and by stage but not by hospital volume activity
[22]. Small hospitals offered less intense care than the
largest hospitals, confirming that expensive treatment
and follow-up are more common in cancer institutes
and in general hospitals with high volume of patients.
Additionally, our study is the first to calculate the real
cost for each hospital, including the estimation not only
of the tariffs reimbursed to each hospital on a DRG basis
but also the other relevant costs imputed on the total
budget, plus the unit cost for each procedure (laboratory
tests, visit, etc.) and for expensive drugs (biologics). An
excess of procedures during the follow-up phase has
been demonstrated, confirming the excessive utilization
of eco marker, scintigraphy and PET (Positron Emission
Tomography) (these tests are not recommended accord-
ing to guidelines [23, 24]. This situation is similar to
other countries in which the rising cost of cancer care is
due, in part, to unnecessary use of health care [25].
A quite extensive literature investigated the relation-
ship between socioeconomic variables and treatment
patterns, variation in diagnostic investigations and treat-
ments in cancer care [26, 27]. Our study found that so-
cioeconomic variables (deprivation, education and job
categories) are directly associated to the cost only in the
follow up and not in the diagnostic and treatment
phases. Indeed, during the follow-up there are less con-
straints for hospital physicians to provide a quite wide
range of procedures, and these decisions might be influ-
enced by the level of education and economic status of
the patient.
One limitation of our study consisted of the sec-
ondary data analysis. Administrative data sources are
widely used to derive measures of resource use; how-
ever, they do not necessarily convey accurate informa-
tion about the economic costs of procedures and
services. Another limitation was that given the rela-
tively small cohort, our study was unable to prolong
the observational period to the metastatic phase. Fur-
thermore, because data about private expenditures for
cancer care (out-of-pocket) are not available, we do know
how the socioeconomic level of the patients might have
influenced the utilization of public resources and whether
a crowding effect might be present in some jurisdictions
(hospital in the most affluent areas could exhibit lower
utilization rates due to the tests and visits performed out-
side the public system). Finally, our study evaluated only
direct medical costs and not indirect costs, such as lost
productivity. Other work has indicated that indirect costs
are substantial, accounting for well over 50% of the total
cost of cancer [28–30].
Conclusions
Our study represents an attempt to improve the capture
and analysis of patient data for assessing disease burden.
Furthermore, our study attempts to understand the re-
sources needed to provide appropriate care, which is an
ambitious goal for health policy makers [31].
The Italian system is facing the same problems of any
other European countries in terms of budget constraints,
lack of efficiency, partial adherence to guidelines, in-
creasing number of cancer patients, increasing cost of
cancer drugs, etc. Our study is giving a contribution in
order to have a better understanding of breast cancer
care, mainly from the resource utilization point of view.
Future analyses will examine various time frames or
phases throughout the management of breast cancer.
The methods used here will help future work on the cost
of breast cancer and other types of cancer to improve
our understanding of stage-based resources and funding.
Abbreviations
AIC: Number issued by the Italian Drugs Agency for commercialization;
ATC: Anatomical Therapeutic Chemicals; CAT: Computerized Axial
Tomography; DRGs: Diagnosis-Related Groups; ER: Emergency Room;
GLM: Generalized Linear Model; ICU: Intensive Care Unit; LHA: Local Health
Authority; PET: Positron Emission Tomography
Acknowledgments
The authors are indebted to the Cancer Registry personnel of the Agency for
Health Protection.
Funding
This work was supported by the Italian Ministry of Health [RF-2011-02348959
to Antonio Russo]. The funding body did not play any role in the design of
the study and collection, analysis, and interpretation of data and in writing
the manuscript since it was an unrestricted funding.
Availability of data and materials
The datasets are not available since they belong to the Administrative
Database of the Agency for Health Protection of the Province of Milan.
Authors’ contributions
SC contributed to the study design, made the economic analysis, interpreted
the data and wrote the manuscript. AR designed this study, made data
collection, performed statistical analysis, interpreted the data and revised the
manuscript. Both authors read and approved the final manuscript.
Competing interests
None of the authors have any competing interests.
Consent for publication
Not applicable.
Ethics approval and consent to participate
The study was carried out according to the principles laid down in the
Declaration of Helsinki. The study was not submitted to the Ethics
Committee because it is a retrospective observational study based on cases
collected routinely by the Cancer Registry by using current electronic
healthcare information system of Agency for Health Protection of the
Province of Milan. The Agency for Health Protection of the Province of Milan,
that owns the data, gave the permission to use the data through one of the
Authors.
Author details
1School of Economics and Business, Cattaneo-LIUC University, Corso
Matteotti 22, 21053 Castellanza, VA, Italy. 2Epidemiology Unit, Agency for
Health Protection of the Province of Milan, C.so Italia 19, 20122 Milan, Italy.
Capri and Russo BMC Health Services Research  (2017) 17:84 Page 9 of 10
Received: 17 May 2016 Accepted: 12 January 2017
References
1. Luengo-Fernandez R, Leal J, Gray A, et al. Economic burden of cancer across
the European Union: a population-based cost analysis. Lancet Oncol. 2007;
1165:74.
2. Jönsson B, Wilking N. The burden and cost of cancer. Ann Oncol. 2007;
18(suppl 3):8–22.
3. Barron JJ, Quimbo R, Nikam PT, et al. Assessing the economic burden of
breast cancer in a US managed care population. Breast Cancer Res Treat.
2008;367:377.
4. Sullivan R, Peppercorn J, Sikora K, et al. Delivering affordable cancer care in
highincome countries. Lancet Oncol. 2011;933:80.
5. Aggarwal A, Ginsburg O, Fojo T. Cancer economics, policy and politics:
what informs the debate? Perspectives from the EU, Canada and US.
J Cancer Policy. 2014;1:11.
6. Warren JL, Yabroff KR, Meekins A, et al. Evaluation of trends in the cost of
initial cancer treatment. J Natl Cancer Inst. 2008;888:897.
7. de Oliveira C, Bremmer K, Pataky R, et al. Understanding the costs of cancer
care before and after diagnosis for the 21 most common cancers in
Ontario: a population-based descriptive study. CMAJ Open. 2013;E1–E8. doi:
10.9778/cmajo.20120013.
8. Lipscomb J, Barnett PG, Brown ML, et al. Advancing the science of health
care costing. Med Care. 2009;47(7 Suppl 1):S120–6.
9. Barlow WE. Overview of methods to estimate the medical costs of cancer.
Med Care. 2009;47(7 Suppl 1):S33–6.
10. Gold HT, Do HT. Evaluation of three algorithms to identify incident breast
cancer in Medicare claims data. Health Serv Res. 2007;2056:2069.
11. Riley GF. Administrative and claims records as sources of health care cost
data. Med Care. 2009;47(7 Suppl 1):S51–5.
12. Caranci N, Biggeri A, Grisotto L, et al. The Italian deprivation index at census
block level: definition, description and association with general mortality.
Epidemiol Prev. 2010;167:76.
13. Chirikos TN. Cancer economics: on variations in the costs of treating cancer.
Cancer Control. 2002;59:66.
14. Charlson ME, Pompei P, Ales KL, et al. A new method of classifying
prognostic comorbidity in longitudinal studies: development and validation.
J Chronic Dis. 1987;373:83.
15. Egger M, Smith GD, Schneider M, et al. Bias in meta-analysis detected by a
simple, graphical test. BMJ. 1977;629:624.
16. Light RJ, Pillemer DB. Summing up: the science of reviewing research.
Cambridge, Massachusetts: Harvard University Press; 1984.
17. SAS Institute Inc. Cary. NC 27513–2414, USA, 2015.
18. Mullahy J. Econometric modeling of health care costs and expenditures. A
survey of analytical issues and related policy considerations. Med Care. 2009;
47(7 Suppl 1):S101–S104.
19. Basu A, Manning WG. Issues for the next generation of health care cost
analyses. Med Care. 2009;47(7 Suppl 1):S109–14.
20. Russo A, Bisanti L. Milan Cancer Report 2007. ASL Città di Milano. Milan:
Zadig editore; 2007.
21. Yabroff KR, Lamont EB, Mariotto A, et al. Cost of care for elderly cancer
patients in the United States. J Natl Cancer Inst. 2008;630:641.
22. Francisci S, Guzzinati S, Mezzetti M, et al. Cost profiles of colorectal cancer
patients in Italy based on individual patterns of care. BMC Cancer. 2013;329.
23. Khatcheressian JL, Hurley P, Bantug E, et al. Breast cancer follow-up and
management after primary treatment: American Society of Clinical
Oncology clinical practice guideline update. J Clin Oncol. 2013;961:965.
24. Russo A, Andreano A, Anghinoni E, et al. A set of indicators to monitor the
adherence to the guidelines for the diagnosis and treatment of breast
cancer. Epidemiol Prev. 2014;16:28.
25. Schnipper LE, Smith TJ, Raghavan D, et al. American Society of Clinical
Oncology identifies five key opportunities to improve care and reduce
costs: the top five list for oncology. J Clin Oncol. 2012;1715:1724.
26. Downing A, Prakash K, Gilthorpe MS, et al. Socioeconomic background in
relation to stage at diagnosis, treatment and survival in women with breast
cancer. British Journal of Cancer. 2007;836:840.
27. Twelves CJ, Thomson CS, Gould A, et al. Variation in the survival of women
with breast cancer in Scotland. Br J Cancer. 1998;566:571.
28. Lidgren M, Wilking N, Jönsson B, et al. Resource use and costs
associated with different states of breast cancer. Int J Technol Assess
Health Care. 2007;223:31.
29. Broekx S, Den Hond E, Torfs R, et al. The costs of breast cancer prior to and
following diagnosis. Eur J Health Econ. 2011;311:17.
30. Gordon L, Scuffham P, Hayes S, et al. Exploring the economic impact of
breast cancers during the 18 months following diagnosis. Pyschooncology.
2007;1130:9.
31. Lyman GH. Counting the costs of cancer care. Lancet Oncol. 2013;14:1142–3.
•  We accept pre-submission inquiries 
•  Our selector tool helps you to find the most relevant journal
•  We provide round the clock customer support 
•  Convenient online submission
•  Thorough peer review
•  Inclusion in PubMed and all major indexing services 
•  Maximum visibility for your research
Submit your manuscript at
www.biomedcentral.com/submit
Submit your next manuscript to BioMed Central 
and we will help you at every step:
Capri and Russo BMC Health Services Research  (2017) 17:84 Page 10 of 10
